Appl.No. 09/914,604 
Amendment dated October 17, 2003 
Reply to Office action of May 21, 2003 

Amendments to the Specification: 

Please replace the heading on page 1, line 5, with the following heading: 
BACKGROUND OF THE INVENTION 

Please add the following new heading on page 6, line 3: 
BRIEF SUMMARY OF THE INVENTION 

Please add the following new heading and paragraphs on page 9, line 1 : 
BRIEF DESCRIPTION OF THE DRAWINGS 

Figure 1 presents the expected and observed fragment patterns for the restriction digests 
of Example la. 

Figure 2 presents the observed fragment patterns for BspEl-released internal control 
DNA restriction digests of Example lc. 

Figure 3 presents the observed fragment patterns for the restriction digests of Example 
lb. 
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Figure 4 presents the expected and observed TRSPA-2 hybridization patterns for pNW33 
using matrix 7 (Example 2). 

Figure 5 presents the expected and observed TRSPA-2 hybridization patterns for pNW33 
using matrix 17 (Example 2). 

DETAILED DESCRIPTION OF THE INVENTION 

Please replace the paragraph on page 109, line 9, though page 1 10, line 35, with the 
following amended paragraph: 

BspEI sites define the outer ends of the 140 bp and the 200 bp fragments. The full 
sequence for dNW33 (SEP ID NO: 1) is shown below: 

tcgcgcgtttcggtgatgacggtgaaaacctctgacacatgcagctcccggagacggtcacagcttgtctgtaagcggatgccg 

ggagcagacaagcccgtcagggcgcgtcagcgggtgttggcgggtgtcggggctggcttaactatgcggcatcagagcagat 

tgtactgagagtgcaccatatgcggtgtgaaataccgcacagatgcgtaaggagaaaataccgcatcaggcgccattcgccatt 

caggctgcgcaactgttgggaagggcgatcggtgcgggcctcttcgctattacgccagctggcgaaagggggatgtgctgcaa 

ggcgattaagttgggtaacgccagggttttcccagtcacgacgttgtaaaacgacggccagtgaattcgagctcggtaccgggc 

cccccctcgaggtcgacggtatcgataagcttgatcgcagctggtaatccggacgcccgcgtcgaagatgttggggtgttgtaa 

caatatcgattccaattcagcgggggccacctgatatcctttgtatttaattaaagacttcaagcggtcaactatgaagaagtgttcg 

tcttcgtcccagtaaggatccgcactttgaattttgtaatcctgaagggatcgtaaaaacagctcttcttcaaatctatacattaagac 

gactcgaaatccacatatcaaatatccgagtgtagtaaacattccaaaaccgtgatggaatggaacaacacttaaatgtacaccct 

ggtaatccgttttagaatccatgataataatmctggattattggtaatttttmgcacgttca 

aaacactacggtaggctgcgaaatgttcatactgttgagcaattcacgttcattataagcttttcactgcatacgacgattctgtgattt 

gtattcagcccatatcgtttcatagcttctgccaaccgaacggacatttcgaagtattccgcgtacgtgatgttcacctcgatatgtg 

catctgtaaaagcaattgttccaggaaccagggcgtatctcttcatagccatggaatacgcctttttcagtgttgcgatgctaatgcc 
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gttacaaatattccgagcaccaagaatggctgcgcgcttgcctggtacttgacgtcgtatttgacggggtccttgagaaagtattta 

aactggaacacaatctgaggaatgatcaaagcaaccaacgccaacgcataataactagtgcaataccaagacctcccaataata 

gcacccagacttgtgtaataacctctggctctgatattgctccagatggaattggacgatatggctcattaattgcgtcgatatctcta 

tcataccagtcgttgattgtctgtgtatagccagtaagacaaggaccagacatcatcatgcaaagaatcgcttaagcccttcttggc 

cTOatgaggatctctctgattmcttgcgtcgagtmccggtaagacctttcggtacttcgtccacaaacacaactcctccgcgcaa 

ctttttcgcggttgttacttgactggccacgtaatccacgatctctttttccgtcatcgtctttccgtgctccaaaacaacaacggcgg 

cgggtccggattaccagctgcgatcaagcttatcgataccgtcgacctcgacctgcaggcatgcaagcttggcgtaatcatggtc 

atagctgtttcctgtgtgaaattgttatccgctcacaattccacacaacatacgagccggaagcataaagtgtaaagcctggggtg 

cctaatgagtgagctaactcacattaattgcgttgcgctcactgcccgctttccagtcgggaaacctgtcgtgccagctgcattaat 

gaatcggccaacgcgcggggagaggcggtttgcgtattgggcgctcttccgcttcctcgctcactgactcgctgcgctcggtcg 

ttcggctgcggcgagcggtatcagctcactcaaaggcggtaatacggttatccacagaatcaggggataacgcaggaaagaac 

atgtgagcaaaaggccagcaaaaggccaggaaccgtaaaaaggccgcgttgctggcgtttttccataggctccgcccccctga 

cgagcatcacaaaaatcgacgctcaagtcagaggtggcgaaacccgacaggactataaagataccaggcgtttccccctggaa 

gctccctcgtgcgctctcctgttccgaccctgccgcttaccggatacctgtccgcctttctcccttcgggaagcgtggcgctttctc 

atagctcacgctgtaggtatctcagttcggtgtaggtcgttcgctccaagctgggctgtgtgcacgaaccccccgttcagcccga 

ccgctgcgccttatccggtaactatcgtcttgagtccaacccggtaagacacgacttatcgccactggcagcagccactggtaac 

aggattagcagagcgaggtatgtaggcggtgctacagagttcttgaagtggtggcctaactacggctacactagaaggacagta 

tttggtatctgcgctctgctgaagccagttaccttcggaaaaagagttggtagctcttgatccggcaaacaaaccaccgctggtag 

cggtggttttmgmgcaagcagcagattacgcgcagaaaaaaaggatctcaagaagatccmgatctmctac 

gctcagtggaacgaaaactcacgttaagggatmggtcatgagattatcaaaaaggatcttcacctagatccttttaaattaaaaat 

gaagtWaaatcaatctaaagtatatatgagtaaacttggtctgacagttaccaatgcttaatcagtgaggcacctate^ 

tgtctatttcgttcatccatagttgcctgactccccgtcgtgtagataactacgatacgggagggcttaccatctggccccagtgctg 

caatgataccgcgagacccacgctcaccggctccagatttatcagcaataaaccagccagccggaagggccgagcgcagaa 

gtggtcctgcaactttatccgcctccatccagtctattaattgttgccgggaagctagagtaagtagttcgccagttaatagtttgcg 

caacgttgttgccattgctacaggcatcgtggtgt^ 

gcgagttacatgatcccccatgttgtgcaaaaaagcggttagctccttcggtcctccgatcgttgtcagaagtaagttggccgcag 
tgttatcactcatggttatggcagcactgcataattctcttactgtcatgccatccgtaagatgcttttctgtgactggtgagtactcaa 
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ccaagtcattctgagaatagtgtatgcggcgaccgagttgctcttgcccggcgtcaatacgggataataccgcgccacatagca 

gaactttaaaagtgctcatcattggaaaacgttcttcggggcgaaaactctcaaggatcttaccgctgttgagatccagttcgatgt 

aacccactcgtgcacccaactgatcttcagcatcttttactttcaccagcgtttctgggtgagcaaaaacaggaaggcaaaatgcc 

gcaaaaaagggaataagggcgacacggaaatgttgaatactcatactcttcctttttcaatattattgaagcattt 

tctcatgagcggatacatatttgaatgtatttagaaaaataaacaaataggggttccgcgcacatttccccgaaaagtgccacctga 

cgtctaagaaaccattattatcatgacattaacctataaaaataggcgtatcacgaggccctttcgtc (SEP ID NO: 1) 

Please replace the paragraph on page 115, lines 7-1 3 , with the following amended 
paragraph: 

Primers and PCR 

20 ^iM BIO140UP 

5' biotin-CGCAGCTGGTAATCCGGACGCCCGCGTCGAAGATGTT 3 5 
(SEP ID NO: 2) 

20 ^iM BIO200DOWN 

5' biotin-CGCAGCTGGTAATCCGGACCCGCCGCCGTTGTTGTT 3' 
(SEP ID NO: 3) 

Please replace the paragraph on page 119, lines 9-16, with the following amended 
paragraph: 

After digestion, 20 |xl of digests 1-7 were mixed with 10 (al of 50 % glycerol AGE 
loading dye and 4 )al of digests l-7ic were mixed with 2 |il of 50 % glycerol AGE loading 
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dye. Digests in loading dye were then electrophoresed on a 2.5 % MetaPhor™ agarose 
gel in lx TBE. The gel was stained for 60 min in 500 ml of lx TBE containing 50 |il of 
Vistra Green. The stained gel was finally imaged on a Fluorimager with the following 
settings: a 488 run laser; a 570 DF 30 filter; a PMT setting of 700 V; 200 \xm resolution; 
and low sensitivity. 

Please replace the paragraph on page 121, line 6, though page 122, line 22, with the 
following amended paragraph: 

Hindlll and EcoRI sites define the outer ends of the 25 bp and the 40 bp 
fragments. The sequence of pNW35 (SEP ID NO: 4) is shown below with the inserted 
region shown in bold type: 

atgaccatgattacgccaagctctaatacgactcactatagggaaagcttccggacgtctcaggctaatgttggcccaccgac 
gttccacgatggggcgctcttaagggcttagaccctcgtcgggagtatttctgtgatctggcgacactcacgcgagaagtc 

attaccggcgatatgaattcactggccgtcgttttacaacgtcgtgactgggaaaaccctggcgttacccaacttaatcgccttg 

cagcacatccccctttcgccagctggcgtaatagcgaagaggcccgcaccgatcgcccttcccaacagttgcgcagcctgaat 

ggcgaatgggaaattgtaaacgttaatattttgttaaaattcgcgttaaatttttgttaaatcagctcattttttaaccaataggccgaaa 

tcggcaaaatcccttataaatcaaaagaatagaccgagatagggttgagtgttgttccagtttggaacaagagtccactattaaag 

aacgtggactccaacgtcaaagggcgaaaaaccgtctatcagggcgatggcccactacgtgaaccatcaccctaatcaagttttt 

tggggtcgaggtgccgtaaagcactaaatcggaaccctaaagggagcccccgatttagagcttgacggggaaagccggcgaa 

cgtggcgagaaaggaagggaagaaagcgaaaggagcgggcgctagggcgctggcaagtgtagcggtcacgctgcgcgta 

accaccacacccgccgcgcttaatgcgccgctacagggcgcgtcaggtggcacttttcggggaaatgtgcgcggaacccctat 

ttgtttatttttctaaatacattcaaatatgtatccgctcatgagacaataaccctgataaatgcttcaataatattgaaaaaggaagagt 

atgagtattcaacafficcgtgtcgcccttattcccttttttgcggcatmgccttcctgtmtgctcacccagaaacgctggtgaaagt 

aaaagatgctgaagatcagttgggtgcacgagtgggttacatcgaactggatctcaacagcggtaagatccttgagagttttcgc 

cccgaagaacgttttccaatgatgagcacttttaaagttctgctatgtggcgcggtattatcccgtattgacgccgggcaagagca 
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actcggtcgccgcatacactattctcagaatgacttggttgagtactcaccagtcacagaaaagcatcttacggatggcatgacag 

taagagaattatgcagtgctgccataaccatgagtgataacactgcggccaacttacttctgacaacgatcggaggaccgaagg 

agctaaccgcttttttgcacaacatgggggatcatgtaactcgccttgatcgttgggaaccggagctgaatgaagccataccaaa 

cgacgagcgtgacaccacgatgcctgtagcaatggcaacaacgttgcgcaaactattaactggcgaactacttactctagcttcc 

cggcaacaattaatagactggatggaggcggataaagttgcaggaccacttctgcgctcggcccttccggctggctggtttattg 

ctgataaatctggagccggtgagcgtgggtctcgcggtatcattgcagcactggggccagatggtaagccctcccgtatcgtagt 

tatctacacgacggggagtcaggcaactatggatgaacgaaatagacagatcgctgagataggtgcctcactgattaagcattg 

gtaactgtcagaccaagmactcatatatacmagattgamaaaacttcattmaamaaaaggatctaggtgaagatccttm 

taatctcatgaccaaaatcccttaacgtgagttttcgttccactgagcgtcagaccccgtagaaaagatcaaaggatcttcttgagat 

cctttttttctgcgcgtaatctgctgcttgcaaacaaaaaaaccaccgctaccagcggtggtttgtttgccggatcaagagctacca 

actcttmccgaaggtaactggcttcagcagagcgcagataccaaatactgtccttctagtgtagccgtagttaggccaccacttc 

aagaactctgtagcaccgcctacatacctcgctctgctaatcctgttaccagtggctgctgccagtggcgataagtcgtgtcttacc 

gggttggactcaagacgatagttaccggataaggcgcagcggtcgggctgaacggggggttcgtgcacacagcccagcttgg 

agcgaacgacctacaccgaactgagatacctacagcgtgagctatgagaaagcgccacgcttcccgaagggagaaaggcgg 

acaggtatccggtaagcggcagggtcggaacaggagagcgcacgagggagcttccagggggaaacgcctggtatctttatag 

tcctgtcgggmcgccacctctgacttgagcgtcgatttttgtgatgctcgtcaggggggcggagcctatggaaaaacgccagc 

aacgcggccttmacggttcctggcctmgctggcctmgctcacatgttcmcctgcgttatcccctgattctgtggat^ 

taccgcctttgagtgagctgataccgctcgccgcagccgaacgaccgagcgcagcgagtcagtgagcgaggaagcggaaga 

gcgcccaatacgcaaaccgcctctccccgcgcgttggccgattcattaatgcagctggcacgacaggtttcccgactggaaagc 

gggcagtgagcgcaacgcaattaatgtgagttagctcactcattaggcaccccaggctttacactttatgcttccggctcgtatgtt 

gtgtggaattgtgagcggataacaatttcacacaggaaacagct (SEP ID NO: 4) 
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Please replace the paragraph on page 123, lines 3-7, with the following amended 
paragraph: 

Primers and PCR 

U- 1 9 mer bio primer 5 ' bio-GTTTTCCC AGTCACGACGT 3 ' 
(SEP ID NO: 5) 

ICPCR(F) primer 5 ' TCCGGACGTCTCAGGCTAATGTT 3 ' 
(SEP ID NO: 6) 



Please replace the paragraph on page 129, line 12, through page 130, line 13, with the 
following amended paragraph: 

Oligonucleotides 



BamHI short PCR primer 
(SEP ID NP: 7) 
Hindlll short PCR primer 
(SEP ID NP: 8) 
Ncol short PCR primer 
(SEP ID NP: 9) 
Spel short PCR primer 
(SEP ID NP: 10) 
Aflll short PCR primer 
(SEP ID NP: 11) 



5' TGTAACGACACATTGCTGGATACC 3' 



5' ATATAACTCTCGCTCCTTGATAAC 3' 



5' AGGCGTCTGAGGCTGCGGCTATGG 3' 



5' AACCCGTCGCGACGAGAGTCTAAG 3' 



5' GATATACGTGATATATTTTGATTG 3' 
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BamHI adaptor 
(SEP ID NO: 12) 
Hindlll adaptor 
(SEP ID NO; 13) 
Ncol adaptor 
(SEP ID NO: 14) 
Spel adaptor 
(SEP ID NP: 15) 
Aflll adaptor 
(SEP ID NP: 16) 



5' pGATCGGTATCCAGCAATGTGTCGTTACA 3' 



5' pAGCTGTTATCAAGGAGCGAGAGTTATAT 3' 



5* pCATGCCATAGCCGCAGCCTCAGACGCCT 3' 



5* pCTAGCTTAGACTCTCGTCGCGACGGGTT 3* 



5' pTTAACAATCAAAATATATCACGTATATC 3' 



BamHI long PCR primer 
(SEP ID NP: 17) 
Hindlll long PCR primer 
(SEP ID NP: 18) 
Ncol long PCR primer 
(SEP ID NP: 19) 
Spel long PCR primer 
(SEP ID NP: 20) 
Aflll long PCR primer 
(SEP ID NP: 21) 



5' TGTAACGACACATTGCTGGATACCGATCC 3' 



5' ATATAACTCTCGCTCCTTGATAACAGCTT 3' 



5' AGGCGTCTGAGGCTGCGGCTATGGCATGG 3' 



5' AACCCGTCGCGACGAGAGTCTAAGCTAGT 3' 



5' GATATACGTGATATATTTTGATTGTTAAG 3' 



Luc 1 40down primer 

5' GCGCTAGGGATCCTTACTGGGACGAAGACGAA 3' 
(SEP ID NP: 22) 



Lucl40up-bio primer 
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5 ' biotin-CGCAGCTGGTAATCCGGACGCCCGCGTCGAAGATGTD ' 
(SEP ID NO: 23) 

Please replace the paragraph on page 138, lines 6-32, with the following amended 
paragraph: 

Clone #1 

Mutant sequence (#1M) 

5'CCCGGGGGATCCTCGTTTTATTGGGCCGAGTTTTGGTCCGTAGTGCTTGGTT 
AGATATGCTTAT 

3'GGGCCCCCTAGGAGCAAAATAACCCGGCTCAAAACCAGGCATCACGAACC 
AATCTATACGAATA 

GTTCACAAAATCATCCTTGTACAGAATTC3' fSEO ID NO: 24) 
C AAGTGTTTT AGT AGG AAC ATGTCTT AAG5 ' 

Control sequence (#1C) 

5'CCCGGGGGATCCTCGTTTTATTGGGCCGAGTTTTGGTCCGTAGTGCATGGTT 
AGATATGCTTAT 

3'GGGCCCCCTAGGAGCAAAATAACCCGGCTCAAAACCAGGCATCACGTACCA 
ATCTATACGAATA 

GTTC AC AAAATC ATCCTTGTAC AGAATTC3 ' TSEO ID NO: 25) 
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C AAGTGTTTT AGT AGGAAC ATGTCTT AAG5 ' 
Clone #7 

Control sequence (#7C) 

5'CCCGGGTGTACACAAAAGTTTACCTGAAGAACGTGGGGGGTCGTGCCTGGT 
CTTGCGTCACCTG 

3'GGGCCCACATGTGTTTTCAAATGGACTTCTTGCACCCCCCAGCACGGACCA 
GAACGCAGTGGAC 

GTCTCAGGAGAGGGTCCCCATGGGAATTC3' (SEP ID NO: 26) 
C AG AGTCCTCTCCC AGGGGT ACCCTT AAG5 ' 

Please replace the paragraph on page 139, lines 6-8, with the following amended 
paragraph: 

Oligonucleotides 

BIOUPST2 5' bio-CTACTGATCGGATCCCCG 3' (SEQ ID NO: 27) 
BIODOWN3 5' bio-AAACGACGGCCAGTGAAT 3' (SEQ ID NO: 28) 

Please replace the paragraph on page 141, lines 4-7, with the following amended 
paragraph: 



Oligonucleotides 
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BIOUPST2 5' bio-CTACTGATCGGATCCCCG 3' (SEP ID NO: 29) 
DOWN3 5' bio-AAACGACGGCCAGTGAAT 3' (SEP ID NO: 30) 

Please replace the paragraph on page 145, lines 4-8, with the following amended 
paragraph: 

Oligonucleotides 

#1 probe oligoS' GGCCGAGTTTTGGTCCGTAG 3' (SEP ID NP: 31) 
#7 probe oligo 5' GTCTTGCGTCACCTGGTCTCAG 3 ' (SEP ID NO: 32) 

At the end of the written description, before the claims, please delete the 
previously submitted "Sequence Listing" and insert the revised "Sequence Listing' 
attached hereto. 
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